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Marketing Status Notifications Under Section 506I of the Federal 1 
Food, Drug, and Cosmetic Act; Content and Format 2 

Guidance for Industry1 3 
 4 

 5 
This draft guidance, when finalized, will represent the current thinking of the Food and Drug 6 
Administration (FDA or Agency) on this topic.  It does not establish any rights for any person and is not 7 
binding on FDA or the public.  You can use an alternative approach if it satisfies the requirements of the 8 
applicable statutes and regulations.  To discuss an alternative approach, contact the FDA staff responsible 9 
for this guidance as listed on the title page.   10 
 11 

 12 
 13 
 14 
I. INTRODUCTION  15 
 16 
This guidance is intended to assist holders of new drug applications (NDAs) and abbreviated 17 
new drug applications (ANDAs) approved under section 505(c) and 505(j) of the Federal Food, 18 
Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 355(c) and (j)), respectively, with submission 19 
of marketing status notifications required under section 506I of the FD&C Act (21 U.S.C. 356i).  20 
This guidance identifies the required content for these marketing status notifications and the 21 
format by which these notifications should be submitted to the Agency.   22 
 23 
In general, FDA’s guidance documents do not establish legally enforceable responsibilities.  24 
Instead, guidances describe the Agency’s current thinking on a topic and should be viewed only 25 
as recommendations, unless specific regulatory or statutory requirements are cited.  The use of 26 
the word should in Agency guidances means that something is suggested or recommended, but 27 
not required.  28 
 29 
 30 
II. BACKGROUND 31 
 32 
The Drug Price Competition and Patent Term Restoration Act of 1984 (Public Law 98-417) 33 
(Hatch-Waxman Amendments) specifically required FDA to publish and make publicly 34 
available, among other things, a list of drug products either approved under section 505(c) of the 35 
FD&C Act for safety and effectiveness or approved under section 505(j) of the FD&C Act.2 36 
FDA fulfills these requirements in its publication, Approved Drug Products With Therapeutic 37 
Equivalence Evaluations (the Orange Book).3 38 

                                                 
1 This guidance has been prepared by the Office of Generic Drugs in the Center for Drug Evaluation and Research at 
the Food and Drug Administration.  
2 See section 505(j)(7)(A) of the FD&C Act. 
3 The Orange Book is available at https://www.accessdata.fda.gov/scripts/cder/ob/. 
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 39 
The Orange Book contains different drug product lists, including the “Prescription Drug Product 40 
List,” the “Over-the-Counter (OTC) Drug Product List,” and the “Discontinued Drug Product 41 
List.”4  The Prescription Drug Product and OTC Drug Product Lists are sometimes referred to as 42 
the active section of the Orange Book, and the Discontinued Drug Product List is sometimes 43 
referred to as the discontinued section of the Orange Book.  The discontinued section of the 44 
Orange Book sets forth, among other items, drug products (1) that have been identified by the 45 
application holder as not being marketed or (2) whose marketing has been discontinued for 46 
reasons other than safety or effectiveness, as determined by FDA.5  When FDA learns that any 47 
such drug product is not being marketed, FDA, based on its long-standing practice, moves that 48 
drug product from the active section of the Orange Book to the discontinued section of the 49 
Orange Book.6 50 
 51 
FDA regulations require NDA and ANDA holders to notify the Agency of the marketing status 52 
of drug products approved under NDAs and ANDAs.7  The FDA Reauthorization Act of 20178 53 
(FDARA) added section 506I to the FD&C Act, which imposes additional marketing status 54 
reporting requirements as follows: 55 
 56 

• Notification of withdrawal from sale — requires NDA and ANDA holders to provide a 57 
written notification to FDA 180 days prior to withdrawing an approved drug from sale9 58 
 59 

• Notification of drug not available for sale — requires NDA and ANDA holders to 60 
provide a written notification to FDA within 180 days of the date of approval of a drug 61 
if that drug will not be available for sale within 180 days of the date of approval10 62 

 63 
• One-time report on marketing status — required NDA and ANDA holders to provide 64 

a written notification to FDA within 180 days of enactment of FDARA11 stating 65 
whether the NDA and ANDA holder’s drug(s) in the active section of the Orange Book 66 
were available for sale or if one or more of the NDA or ANDA holder’s drugs in the 67 
active section had been withdrawn from sale or had never been available for sale.12 68 

                                                 
4 See the Orange Book Preface (38th ed., 2018) at vi. 
5 See id. 
6 See id. at xxiv. 
7 See, e.g., 21 CFR 314.81(b)(2)(ii)(a) and 314.81(b)(3)(iv). 
8 Public Law 115-52. 
9 Section 506I(a) of the FD&C Act.  The statute further states that if a submission under section 506I(a) is not 
practicable 180 days before withdrawing the product from sale, that submission should be made “as soon as 
practicable but not later than the date of withdrawal” from sale. 
10 Section 506I(b) of the FD&C Act. 
11 FDARA was enacted on August 18, 2017.  This one-time report was due to FDA on Wednesday, February 14, 
2018.  
12 Section 506I(c) of the FD&C Act.  
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 69 
In considering whether a drug product has been withdrawn from sale, FDA notes that the Agency 70 
has previously indicated that withdrawal from sale is not limited to a permanent withdrawal of a 71 
product but can also include “any decision to discontinue marketing of [that] product.”13  In 72 
particular, FDA has described its policy on determining whether a product is considered to have 73 
been “withdrawn from sale” as follows: 74 
 75 

For purposes of section[] 505(j)(5) and 505(j)(6)(C) of the [FD&C Act], a drug shall be 76 
considered to have been ‘withdrawn from sale’ if the applicant has ceased its own distribution of 77 
the drug, whether or not it has ordered recall of previously distributed lots of the drug. A routine, 78 
temporary interruption in the supply of a drug product would not be considered a withdrawal 79 
from sale, however, unless triggered by safety or effectiveness concerns.14 80 

 81 
Likewise, FDA has considered a drug product to have been withdrawn from sale if the applicable 82 
NDA or ANDA holder has notified FDA that the drug product is not being marketed.15 83 
 84 
Section 506I of the FD&C Act requires FDA to update the Orange Book “based on the 85 
information provided” by NDA and ANDA holders in these three marketing status notifications 86 
“by moving drugs that are not available for sale from the active section to the discontinued 87 
section of [the Orange Book], except that drugs [that are determined to] have been withdrawn 88 
from sale for reasons of safety or effectiveness shall be removed from [the Orange Book] in 89 
accordance with subsection 505(j)(7)(C).”16  Also, section 506I of the FD&C Act authorizes 90 
FDA to move the NDA and/or ANDA holder’s (or holders’) drug products from the active 91 
section of the Orange Book to the discontinued section if an NDA or ANDA holder fails to 92 
submit any of these three marketing status notifications.17 93 
 94 
 95 
III. CONTENT AND FORMAT OF MARKETING STATUS NOTIFICATIONS  96 
 97 
The subsequent subsections of this guidance provide information on submitting the marketing 98 
status notifications required under section 506I of the FD&C Act to FDA.18  For each of these 99 
notifications, the notification may serve as its own cover letter (i.e., no separate cover letter is 100 
needed).   101 
 102 

A. Notification of a Withdrawal From Sale 103 
 104 

                                                 
13 See “Abbreviated New Drug Application Regulations,” final rule, 57 FR 17950 at 17956 (April 28, 1992). 
14 “Abbreviated New Drug Application Regulations,” proposed rule, 54 FR 28872 at 28907 (July 10, 1989). 
15 Orange Book Preface (38th ed., 2018) at xxiv. 
16 Section 506I(e) of the FD&C Act. 
17 Section 506I(d) of the FD&C Act. 
18 Please note that changes to drug product listings that fall outside the scope of this guidance (e.g., a change in 
ownership or a name change) should be submitted via correspondence to the approved application.    
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A notification of a withdrawal from sale must include: 105 
 106 

1. The National Drug Code(s) under which the drug is listed (21 CFR part 207) 107 
2. The established name of the drug 108 
3. The proprietary name of the drug, if applicable 109 
4. The NDA or ANDA number 110 
5. The strength of the drug 111 
6. The date on which the drug is expected to no longer be available for sale  112 
7. The reason for the withdrawal19 113 

 114 
The applicant should submit a notification of a withdrawal from sale in a letter to the applicable 115 
NDA or ANDA file through the electronic submissions gateway.20  The notification should 116 
prominently identify the submission as an “ADMINISTRATIVE CHANGE / NOT 117 
AVAILABLE FOR SALE.”  This letter does not replace an application holder’s obligation to 118 
submit a separate written request under 21 CFR 314.150(c) if it is seeking a voluntary 119 
withdrawal of its approved application. 120 
 121 

B. Notification of a Drug Not Available for Sale 122 
 123 
A notification that a drug is not available for sale within 180 days of the date of approval of the 124 
drug must include: 125 
 126 

1. The established name of the drug  127 
2. The proprietary name of the drug, if applicable 128 
3. The NDA or ANDA number 129 
4. The strength of the drug 130 
5. The date on which the drug will be available for sale, if known 131 
6. The reason for not marketing the drug after approval21 132 

 133 
The applicant should submit a notification that a drug will not be available for sale in a letter to 134 
the applicable NDA or ANDA file through the electronic gateway.  The notification should 135 
prominently identify the submission as an “ADMINISTRATIVE CHANGE / NOT 136 
AVAILABLE FOR SALE.” 137 
 138 
Once marketing begins, FDA recommends that the NDA or ANDA holder notify FDA of the 139 
commenced marketing in a letter to the applicable NDA or ANDA file through the electronic 140 
gateway” to ensure that appropriate changes can be made in the Orange Book.  The notification 141 

                                                 
19 Section 506I(a) of the FD&C Act. 
20 The electronic submissions gateway is available at 
https://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/.  Questions related to electronic submissions 
should be emailed to the CDER Electronic Submission (ESUB) Team at esub@fda.hhs.gov.  
21 Section 506I(b) of the FD&C Act. Examples of reasons for not marketing the drug after approval that may be 
provided in this notification include, but are not limited to, a lack of demand, a license agreement, an interruption in 
the supply of drug product components, or issues related to production for a commercial launch at day 180. 

 

https://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/
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should prominently identify the submission as an “ADMINISTRATIVE CHANGE / 142 
NOTIFICATION OF COMMERCIAL MARKETING.”  143 
 144 

C. One-Time Report on Marketing Status22 145 
 146 
Under section 506I(c) of the FD&C Act, all holders of approved NDAs and ANDAs were 147 
required to submit a one-time report on the marketing status of their drug products in the active 148 
section of the current edition of the Orange Book by February 14, 2018.  This one-time written 149 
report was required to indicate whether: 150 
 151 

1. All of the NDA or ANDA holder’s drugs in the active section of the Orange Book were 152 
available for sale 153 

 154 
2. One or more of the NDA or ANDA holder’s drugs in the active section of the Orange 155 

Book had been withdrawn from sale or had never been available for sale 156 
 157 
This report was required to include the information required under section 506I(a) or 506I(b) of 158 
the FD&C Act, as applicable, for each relevant drug product that had been withdrawn from sale 159 
or had never been available for sale.23   160 

                                                 
22 FDA also created a web page, available at 
https://www.fda.gov/Drugs/InformationOnDrugs/ApprovedDrugs/ApprovedDrugProductswithTherapeuticEquivale
nceEvaluationsOrangeBook/ucm590216.htm, that provided information on how NDA and ANDA holders could 
submit one-time report information to FDA.  
23 Id.  

https://www.fda.gov/Drugs/InformationOnDrugs/ApprovedDrugs/ApprovedDrugProductswithTherapeuticEquivalenceEvaluationsOrangeBook/ucm590216.htm
https://www.fda.gov/Drugs/InformationOnDrugs/ApprovedDrugs/ApprovedDrugProductswithTherapeuticEquivalenceEvaluationsOrangeBook/ucm590216.htm
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